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AB Protein-protein interactions are the basis of a number of intra- and 
extracellular processes. One of the challenges facing the pharmaceutical 
industry in the post genomic era is the rational identification and 
inhibition of this class of targets. Examples are presented of currently 
marketed drugs, compounds in clinical development and lead molecules in 
research programmes, which have been identified as inhibitors of 
protein-protein interactions. Modem drug discovery tools, including the 
use of humanised antibodies to validate targets and protein SARs in the 
identification of lead molecules, have brought these targets within reach. 

LI 4 ANSWER 2 OF 34 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
ACCESSION NUMBER: 2002305111 EMBASE 
TITLE: vMIA, a viral inhibitor of apoptosis targeting 

mitochondria. 
AUTHOR: Goldmacher V.S. 

CORPORATE SOURCE: V.S. Goldmacher, ImmunoGen, Inc., 128 Sidney Street, 

Cambridge, MA 02139, United States. 

victor.goldmacher@immunogen.com 
SOURCE: Biochimie, (2002) 84/2-3 (177-185). 

Refs: 54 

ISSN: 0300-9084 CODEN: BICMBE 
PUBLISHER IDENT.: S 0300-9084(02)01367-6 
COUNTRY: Netherlands 

DOCUMENT TYPE: Journal; ***General Review*** 
FILE SEGMENT: 004 Microbiology 

029 Clinical Biochemistry 

030 Pharmacology 

037 Drug Literature Index 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Human cytomegalovirus encodes a powerful cell death suppressor vMlA (viral 
mitochondria-localized inhibitor of apoptosis), also known as pUL37xl. 
vMIA, a product of the immediate early gene UL37 exon 1 , is predominantly 
localized in mitochondria, where it appears to form a complex with adenine 
nucleotide translocator, believed to be a component of the mitochondrial 
transition pore complex. vMIA suppresses apoptosis by blocking 
permeabilization of the mitochondrial outer membrane. Expression of vMIA 
protects cells against apoptosis triggered by diverse stimuli, including 
ligation of death receptors, exposure to certain cytotoxic drugs, and 
infection with an adenovirus mutant deficient in E1B19IC. Deletion 
mutagenesis of vMIA revealed two domains that are necessary and, together, 
sufficient for its anti-apoptotic activity. The first domain contains a 
mitochondrial targeting signal. The function of the second domain is still 
unknown. vMIA does not share any significant amino acid sequence homology 
with Bcl-2, and, unlike Bcl-2 or Bcl-x(L), it does not bind BAX or VDAC. 
These structural and functional differences between vMlA and Bcl-2 suggest 
that vMIA represents a separate class of cell death suppressors. 
Experiments with vMIA -deficient CMV (human cytomegalovirus) mutants 
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provide strong evidence that the anti-apoptotic function of vMlA is 
required to prevent CMV-induced apoptosis, and is necessary for viral 
replication. In addition to vMIA, UL37 encodes two longer splice-variant 
proteins, gpUL37 and GP37(M). Biological functions of these proteins have 
not yet been identified, and may be unrelated to their anti-apoptotic 
activity. The identification of vMIA and the finding that its 
anti-apoptotic function is required for CMV replication provides a 
rationale for the development of anti-CM V pharmaceuticals that would 
inactivate vMIA and thus restore apoptosis in cells infected with CMV. 
.COPYRGT. 2002 Societe francaise de biochimie et biologie moleculaire / 
Editions scientifiques et medicales Elsevier SAS. All rights reserved. 
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AB Tubulin is the target for an ever increasing number of unusual peptides 
and depsipeptides that were originally isolated from a wide variety of 
organisms. Since tubulin is the major component of cellular microtubules, 
which maintain cell shape in interphase and form the mitotic spindle, most 
of these compounds are highly toxic to mammalian cells. These peptides and 
depsipeptides disrupt cellular microtubules and prevent fonnation of a 
functional spindle, resulting in the accumulation of cultured cells in the 
G2/M phase of the cell cycle through specific inhibition of mitosis. At 
the biochemical level, the compounds all inhibit the assembly of tubulin 
into polymer and, in the cases where it has been studied, strongly 
suppress microtubule dynamics at low concentrations. In most cases the 
peptides and depsipeptides inhibit the binding of vinblastine and 
vincristine to tubulin in a noncompetitive manner, inhibit 
tubulin-dependent GTP hydrolysis, and interfere with nucleotide turnover 
at the exchangeable GTP site on .beta.-tubulin. Most of the peptides and 
depsipeptides induce tubulin to form oligomers of aberrant morphology, 
including tubulin rings that vary in diameter depending on the (depsi) 
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peptide under study. The purpose of this review is to give an overview of 
the cellular, biochemical, in vivo, and SAR aspects of this group of 
compounds. We also summarize initial efforts by computer modeling to 
decipher a pharmacophore among the diverse structures of these peptides 
and depsipeptides. 
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AB Prostate-specific membrane antigen (PSMA) is a membrane-bound glycoprotein 
highly restricted to prostatic epithelial cells. PSMA expression is 
increased in association with prostatic ***cancer*** , particularly in 
hormone refractory disease. Given its membrane-bound character, PSMA is an 
ideal sentinel molecule for use in targeting prostatic ***cancer*** 
cells. Monoclonal antibodies specific for PSMA are available, beginning 
with the antibody 7EI 1.C5 which originally defined PSMA and which has been 
developed for use in ***cancer*** detection via immunoscintiscanning 
in the ProstaScint.RTM. test. Newer second generation antibodies specific 
for both linear amino acid sequence epitopes and protein conformational 
epitopes on the extracellular domain of PSMA have been reported. Although 
most of these are murine antibodies, both humanised and fully human 
examples have been developed. These antibodies are beginning to work their 
way into clinical applications for potential improved diagnostic and 
therapeutic uses. Results to date suggest that antibodies specific for 
extracellular epitopes are significantly better for clinical uses in vivo 
than the 7E1 LC5 antibody that is specific for an intracellular epitope. 
Current knowledge relating to PSMA-specific antibodies and their clinical 
uses and potential is described and evaluated. 
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AB Thymomas are chemosensitive tumors with overall response rates of about 
70% to various chemotherapy regimens. A fraction of patients (up to 
25%-30%) will obtain a CR after chemotherapy. These results justify the 
use of chemotherapy in a multimodality fashion for the treatment of 
patients with advanced tumors. With radiotherapy added to chemotherapy, if 
necessary and if technically feasible, inoperable tumors may become 
resectable, leading to excellent long-term survival. On the other hand, 
thymic carcinomas are more refractory to chemotherapy, and their prognoses 
remain poor. 
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3(2), 198-203 
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AB A review. C242-DMlisa ***tumor*** -activated immunotoxin under 
development by GlaxoSmithKline pic (formerly SmithKline Beecham pic), 
under licence from ImmunoGen Inc, as a potential treatment for colon 

***tumor*** . It consists of a colon ***cancer*** -specific humanized 
antibody, C242, conjugated to the ***maytansine*** deriv. DM1. In 
preclin. studies, C242-DM1 caused complete ***tumor*** regression in 
animal models of both human pancreatic and non-small cell lung 

***cancer*** (NSCLC) at non-toxic doses. C242-DM1 has also been 
evaluated in an immunoconjugate combination with J-591 (Cornell 
University). The J591-DM1 immunoconjugate demonstrated effective, 
antigen-specific delivery of a highly cytotoxic drug to PSMA-pos. Pea 
cells in vitro and in vivo with low systemic toxicity. Results from 
studies in monkeys showed that C242-DM1 had no significant toxicity or 
side effects, when administered at doses higher than those that were 
previously shown to completely eradicate human colon tumors in mice 
[271420], ImmunoGen acquired the right to evaluate, and an option to 
license, technol. related to maytansines from Takeda. In Feb. 1999, 
ImmunoGen and SmithKline Beecham signed a US $45 million development and 
commercialization agreement for C242-DM1 [313493]. In August 1997, 
Immunogen received an SBIR grant to advance development of huC242-DMl 
[258356]. EP-00425235, held by ImmunoGen, covers conjugated forms of 
ansamitocin ( ***maytansine*** ) derivs. Takeda holds several patents 
for the prodn. of ansamitocin and its analogs, the first one being 
JP-53 124692. 

REFERENCE COUNT: 1 3 THERE ARE 1 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB Reports of targeting drugs using antibodies have appeared in the 
literature since 1958, but exciting clinical results in this field have 
only been reported in the last few years. Progress in this field has 
occurred largely through an understanding how drug-immunoconjugates work. 
The objective of this review is to draw together the fundamental 
principles on which this field of work is based, to examine the evidence 
supporting those principles, and the effectiveness and selectivity of 
targeted drug conjugates. The activity of many drug-immunoconjugates can 
now largely be accounted for by the underlying principles. Excellent 
development work, both with conventional anti- ***cancer*** agents and 
very potent drugs have led to a number of interesting clinical trials. In 
the best Phase I and II trials, good evidence of effectiveness have been 
reported, which suggest that drug-immunoconjugates may now be heralding a 
new era for chemotherapy. .COPYRGT. 2001 Elsevier Science B.V. All rights 
reserved. 
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AB About forty years ago, immuno-targeting of antitumor drugs has been 
addressed as a way to improve their selectivity towards ***tumor*** 
cells. Despite the wide display of researches to solve inherent problems 
within this approach, rare were the immuno-conjugates which reached the 
clinical level. In any case, none of them was introduced in chemotherapy. 
However, there was a renewal of activity for the last ten years, due, in 
part, to the access to very highly cytotoxic-containing immuno-conjugates 
such as those elaborated from maytansinoides, enediynes or intercalating 
agents CC1065. It was also due to the design of the Adept concept. This 
antibody-directed enzyme prodrug therapy is based upon the use of 
monoclonal antibody to target an enzyme at the ***tumor*** cell 
surface which ultimately is expected to selectively deliver an antitumor 
drug from a suitable inactive prodrug. In both cases, clinical trials are 
in progress and one can expect that, at least, some immuno-conjugates will 
be soon introduced in ***cancer*** chemotherapy, 
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AB This review summarizes the literature concerning the production of certain 
anticancer compounds from tissue cultures of medicinal plants. The various 
problems involved and the possible ways to overcome using biotechnological 
approaches are discussed. 

L14 ANSWER U OF 34 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 

ACCESSION NUMBER: 1999428470 EMBASE 

TITLE: AGA technical review on the epidemiology, diagnosis, and 

treatment of pancreatic ductal adenocarcinoma. 
AUTHOR: Dimagno E.P.; Reber H.A.; Tempero M.A. 

CORPORATE SOURCE: Dr. E.P. Dimagno, Clinic, Practice/Practice Eco. Comm., AGA 
National Office, Membership Department, 79 1 0 Woodmont 
Avenue, Bethesda, MD 20814, United States 

SOURCE: Gastroenterology. (1999) 1 17/6 (1464-1484). 

Refs: 195 

ISSN: 0016-5085 CODEN: GASTAB 
COUNTRY: United States 

DOCUMENT TYPE: Journal; ***Genera} Review*** 
FILE SEGMENT: 016 Cancer 

037 Drug Literature Index 

048 Gastroenterology 
LANGUAGE: English 

LI 4 ANSWER 12 OF 34 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
ACCESSION NUMBER: 1998308281 EMBASE 
TITLE: Paclitaxel (Taxol.RTM.): A success story with valuable 

lessons for natural product drug discovery and development. 
AUTHOR: CraggG.M. 

CORPORATE SOURCE: G.M. Cragg, Developmental Therapeutics Program, Div. of 
Cancer Treatm., Diagn./Ctrs., National Cancer Institute, 
Bethesda, MD 20892, United States 

SOURCE: Medicinal Research Reviews, (1998) 18/5 (315-331). 

Refs: 35 

ISSN: 0198-6325 CODEN: MRREDD 
COUNTRY: United States 

DOCUMENT TYPE: Journal; ***Genera] Review*** 
FILE SEGMENT: 016 Cancer 

030 Pharmacology 

037 Drug Literature Index 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB The discovery and development of paclitaxel, which covered a time span of 
some 30 years, has provided some important lessons for those involved in 
natural product drug discovery and development. These include the adoption 
of novel screens as they become available, the elucidation of mechanisms 
of action, and addressing the supply issue at an early stage of 
development. These issues, as applied to paclitaxel, are illustrated. The 
development of the NCI human ***cancer*** cell line screen, and its 
application to mechanistic studies through use of COMPARE analyses, are 
discussed, as is the production of the marine-derived anticancer agent, 
bryostatin 1 , which provides another illustration of a successful approach 
to solving a supply issue. The history of the development of paclitaxel 
also illustrates the importance of multidisciplinary collaboration, and 
the various mechanisms used by the NCI Developmental Therapeutics Program 
for promoting such collaboration are presented. 
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AB Tubulin is the biochemical target for several clinically used anticancer 
drugs, including paclitaxel and the vinca alkaloids vincristine and 
vinblastine. This review describes both the natural and synthetic agents 
which are known to interact with tubulin. Syntheses of the more complex 
agents are referenced and the potential clinical use of the compounds is 
discussed. This review describes the biochemistry of tubulin, 
microtubules, and the mitotic spindle. The agents are discussed in 
relation to the type of binding site on the protein with which they 
interact. These are the colchicine, vinca alkaloid, rhizoxin/ 

***maytansine*** , and tubulin sulfhydryl binding sites. Also included 
are the agents which either bind at other sites or unknown sites on 
tubulin. The literature is reviewed up to October 1997. 
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AB Microtubules (MT), composed of a protein tubulin (TN) alpha,beta- 

heterodimer with concomitant other proteins, microtubule associated 

proteins (MAPs and tau), are known to be the main component of spindles in 

a mitotic apparatus of eucaryotic cells, and are also involved in many 

other basic and essential cell functions. There are a number of natural 

and synthetic compounds that interfere with MT function to cause the 

mitotic arrest of eucaryotic cells. Such antimitotic agents show a broad 

biological activity, and can be used for medicinal and agrochemical 

purposes. On the other hand, they are also important as the biochemical 

tools for understanding the dynamics of MT network. Most of such 

antimitotic agents, with a few exceptions, bind to beta-TN. Among them, 

colchicine (CLC), vinblastine (VLB) and taxol have been of major 

importance in biochemical studies of MT and in studies of their 

intracellular functions. The former two both inhibit MT assembly but their 

binding sites on beta-TN are different; CLC-site and VLB-site, and many MT 

inhibitors bind to either sites. Taxol bind to TN at a site other than 

CLC-site and VLB-site, and promote MT assembly. We have worked on a 

variety of antimitotic agents that bind to CLC, VLB or taxol-site, in 

discoveries, structures, biological actions and/or interactions with TN. 

In this paper, I summarized the results of our studies on VLB-site 

ligands; (I) rhizoxin (RZX), isolated as a phytotoxin produced by a plant 
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pathogenic fungus, and its related compounds, (2) derivatives of 
ansamitocin P-3 (ASMP3) ( ***maytansinoid*** : MAY), isolated as a 
cytotoxic metabolite of an Actinomycete, (3) phomopsin A (PMSA), isolated 
as a mycotoxin produced by a plant parasitic fungus, (4) dolastatin 10 
(DLSIO), isolated as a cytotoxic metabolite of a see animal, (5) 
ustiloxins (USL) A-F, isolated as a mycotoxin produced by a plant 
pathogenic fungus, (6) arenastation A (ARSA), isolated as a cytotoxic 
metabolite of a sponge, and its synthetic analogs. From our studies on 
interactions of these VLB-site ligands with TN, we showed that the 
presence of a distinct RZX/MAY-binding site which only partially overlap 
with VLB-site, and that PMSA, DLSIO, USLs and ARSA bind to the RZX/MAY 
site. RZX, ASMP3 and ARSA inhibit the growth of a variety of fungi, 
including Aspergillus nidulans. In order to obtain information as to the 
drug-TN interaction at the RZX/MAY site, RZX-resistant beta-TN gene 
mutants were isolated from RZX-sensitive wild-type A. nidulans. In all the 
beta-TN gene mutants, single amino acid (100th) alteration, 
asparagine-to-isoleucine, was observed. Sequence displacement experiments 
confirmed that this alteration conferred resistance to RZX and ASMP3, and 
also to ARSA. This resistance mechanism was further verified with yeasts 
Schizosaccharomyces pombe and Saccharomyces serevisiae. All the natural 
ligands mentioned above show potent cytotoxicity against human and murine 

***tumor*** cells, but VLB, PMSA, DLSIO and USLA are inactive to both 
RZX-sensitive and -resistant fungal strains. 
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AB Microtubules (MT), composed of a protein tubulin (TN) .alpha., .beta.- 
heterodimer with concomitant other proteins, microtubule associated 
proteins (MAFs and .tau.), are known to be the main component of spindles 
in a mitotic apparatus of eucaryotic cells, and are also involved in many 
other basic and essential cell functions. There are number of natural and 
synthetic compounds that interfere with MT function to cause the mitotic 
of eucaryotic cells. Such antimitotic agents show a broad biological 
activity, and can be used for medicinal and agrochemical purposes. On the 
other hand, they are also important as the biochemical tools for 
understanding the dynamics of MT network. Most of such antimitotic agents, 
with a few exceptions, bind to .beta.- TN. Among them, colchicine (CLC), 
vinblastine (VLB) and taxol have been of major importance in biochemical 
studies of MT and in studies of their intracellular functions. The former 
two both inhibit MT assembly but their binding sites in .beta.-TN are 
different; CLC-site and VLB-site, and many MT inhibitors bind to either 
sites. Taxol bind to TN at a site other than CLC- site and VLB-site, and 
promote MT assembly. We have worked on a variety of antimitotic agents 
that bind to CLC, VLB or taxol-site, in discoveries, structures, 
biological action and/or interactions with TN. In this paper, I summarized 
the results of our studies on VLB-site ligands; (1) rhizoxin (RZX), 
isolated as a phytotoxin produced by a plant pathogenic fungus, and its 
related compounds, (2) derivatives of ansamitocin P-3 (ASMP3) 
(maytasinoid: MAY), isolated as a cytotoxic metabolite of an Actinomycete, 
(3) phomopsin A (PMSA), isolated as a mytotoxin produced by a plant 
parasitic fungus, (4) dolastatin 10 (DLSIO), isolated as a cytotoxic 
metabolite of a see animal, (5) ustiloxins (USL) A-F, isolated as a 
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mytotoxin produced by a plant pathogenic fungus, (6) arenastatin A (ARSA), 
isolated as a cytotoxic metabolite of a sponge, and its synthetic analogs. 
From our studies on interactions of these VLB-site ligands with TN, we 
showed that the presence of a distinct RZX/MA Y-binding site which only 
partially overlap with VLB- site, and that PMSA, DLSIO, USLs and ARSA bind 
to the RZX/MAY site. RZX, ASMP3 and ARSA inhibit the growth of a variety 
of fungi, including Aspergillus nidulans. In order to obtain information 
as to the drug-TN interaction at the RZX/MAY site, RZX-resistant .beta.-TN 
gene mutants were isolated from RZX-sensitive wild-type A. nidulans. In 
all the .beta.-TN gene mutants, single amino acid (100th) alteration, 
asparagine-to-isoleucine, was observed. Sequence displacement experiments 
confirmed that this alteration conferred resistance to RZX and ASMP3, and 
also to ARSA. This resistance mechanism was further verified with yeasts 
Schizosaccharomyces pombe and Saccharomyces serevisiae. All the natural 
ligands mentioned above show potent cytotoxicity against human and murine 

***tumor*** cells, but VLB, PMSA, DLS 10 and USLA are inactive to both 
RZX-sensitive and resistant fungal strains. 
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AB Several new agents with promising activity in gastrointestinal 

malignancies have been identified in the past several years. Despite these 
advances, most advanced gastrointestinal malignancies cannot be cured by 
currently available agents or approaches. Accordingly, efforts to develop 
new treatment strategies continue to have urgent priority. Much 
interesting work has been done in the past year. The continued evaluation 
of these new strategies will identify those with the potential to have 
clinical effects on patients with gastrointestinal cancers. 
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AB Combination chemotherapy has not been shown to be superior to single- 
agent 5-fluorouracil (5-FU) in the treatment of metastatic pancreatic 
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***cancer*** . Initial studies from Duke University suggest a role for 
radiation in the management of locally unresectable presentations of this 
disease. In vivo studies showed that 5-FU could act as a radiation 
sensitizer. This concept was subsequently tested in a randomized trial by 
the Gastrointestinal ♦**Tumor*** Study Group (GITSG). In their 
studies, combined modality therapy using radiation and 5-FU based 
chemotherapy prolonged survival in both adjuvant and locally unresectable 
settings and remains as a standard therapeutic option for appropriately 
selected patients. Variations on this approach designed to potentiate 5-FU 
efficacy are under active clinical investigation. This review discusses 
past and current studies involving 5-FU and radiation and examines some 
newer strategies involving 5-FU as well as other agents currently of 
interest. 

LI4 ANSWER 18 OF 34 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 1 997: 1 23468 CAPLUS 
DOCUMENT NUMBER: 126:216487 

TITLE: The development of antibody delivery systems to target 

* * *cancer* * * with highly potent maytansinoids 
AUTHOR(S): Liu, Changnian; Chari, Ravi V. J. 
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AB A review with 18 refs. Improving the ***tumor*** selectivity of 
cytotoxic drugs through conjugation to ♦**tumor*** -reactive monoclonal 
antibodies may lead to novel, more potent agents for ***cancer*** 
therapy. The ***maytansinoid*** drugs are 100- to 1000-fold more 
cytotoxic in vitro than current clin. anticancer drugs. The authors 
recently demonstrated that conjugation of ***maytansinoid*** drugs to 
monoclonal antibodies renders them highly efficacious against cancers of 
breast and colon in both in vitro and in in vivo ***tumor*** models. 
Antibody-maytansinoids represent a new generation of immunoconjugates that 
may yet fulfil the promise of effective ***cancer*** therapy through 
antibody targeting of cytotoxic agents. 
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AB Adenocarcinoma of the pancreas is the fifth leading cause of 

***cancer*** death in the United States. Although surgery and radiation 
therapy may improve prognosis in patients with localized and resectable 
tumors, chemotherapy has produced minimal benefit. Patients with 
unresectable and/or metastatic pancreatic ***cancer*** are most 
frequently treated with S-fluorouracil-based regimens which have produced 
little palliation with no improvement in overall survival. Newer treatment 
modalities including octreotide, biologic response modifiers, and 
monoclonal antibodies have been explored and have resulted in some minor 
responses. Other chemotherapeutic agents such as the taxanes (ie, 

Page 10 



Untitled 

paclitaxel and docetaxel) have not been fully evaluated. Initial 
evaluations of paclitaxel and docetaxel have shown less than 20% response 
rates. Attempts at dose escalation with growth factor support are also 
being pursued. The most exciting new agent being tested currently in 
pancreatic cancers is gemcitabine which has produced overall clinical 
benefits in as many as 25% of cases. 
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AB The investigation of chemotherapy for pancreatic ***cancer*** has been 
hampered by the fact that most patients present with severe general 
illness and thus tolerate this form of treatment poorly. Furthermore, 
because of the relative inaccessibility of the pancreas it has been 
difficult to monitor objective response rates. In patients with 
disseminated disease only few drugs have shown anti tumour activity and the 
response rates generally do not exceed 20%. Several combination regimens 
have been tested. Of those assessed in randomized trials, the median 
survival has ranged from 2 to 6.5 months, which is not significantly 
better than with supportive therapy alone. Endocrine treatment measures 
and certain experimental treatment approaches such as reversal of 
multidrug resistance, photodynamic therapy and radioimmunotherapy may 
represent promising fields for future research. Encouraging preliminary 
results, however, warrant confirmation in controlled clinical trials. In 
patients with unresectable though localized pancreatic tumours the use of 
conventional external-beam radiation therapy plus 5-fluorouracil can 
significantly increase survival. Combined radiochemotherapy also seems to 
play an important role in the postoperative adjuvant treatment of 
potentially curative tumours, increasing the long-tenn results of surgical 
management. 
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AB Squamous cell ***cancer*** of the cervix is a relatively 

drug-resistant ***tumor*** . Therefore, chemotherapy is predominately 
reserved for cervical ♦**cancer*** patients with recurrent or 
refractory disease following surgery and/or radiation therapy or for 
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patients who present with far advanced, incurable disease. Objective 
responses to salvage chemotherapy are generally short lived (4 to 6 
months) with few patients surviving more than 1 year. Complete clinical 
remissions primarily occur at extra-pelvic sites (eg, lung, lymph node, 
and soft tissue metastases). Bulky pelvic ***tumor*** in an area of 
prior irradiation remains largely refractory to further therapy. At 
present, no chemotherapy regimen has proven superior to single-agent 
cisplatin, which is associated with an approximately 30% objective 
response rate. The most effective nonplatinum agents appear to be 
doxorubicin, ifosfamide, mitolactol, and vincristine. Multiple studies 
have documented improved partial response rates with platinum-based 
multiagent chemotherapy, but no regimen has been associated with an 
improved survival duration. To improve the poor prognosis of this patient 
group, identification of new agents with at least equivalent activity to 
cisplatin is mandatory. The development of new platinum-based regimens 
using currently available agents is unlikely to substantially improve 
patient survival, although better palliative therapy may result from this 
approach. 
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AB This review of malignant mesothelioma focuses on the activity of 
single-agent and combination chemotherapy, a field in which research has 
thus far been rather unsystematic and sparse. Available results neither 
accede to any substantial drug activity nor justify the use of standard 
therapy. Furthermore, even when pooled most findings do not fulfil the 
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basic criteria for a phase II trial Prospective (multicenter) phase II 
trials are recommended for the identification of new agents that show 
antineoplastic activity in malignant mesothelioma. The use of computed 
tomography scans can assist in the prediction of the extent of disease 
both before and during treatment. ***Tumor*** -biological systems using 
mice xenografts or cell lines of human mesothelioma should be further 
developed so as to improve the screening of new agents exhibiting 
potential antineoplastic activity that is especially directed against 
mesothelioma. 
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AB A review with 1 3 refs. discussing the development of natural products 
(vincristine, ***maytansine*** , dolastatin) and their uses in 

***cancer*** treatment and experiences of ***Cancer*** Research 
Campaign Clin. Trials Committee in clin. trials. 
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AB Soft tissue sarcomas in infants and children differ from those in adults 
in clinical presentation, histology, and response to therapy. For 
rhabdomyosarcoma, the most common sarcoma in children, each primary site 
has special characteristics that affect both treatment programs and 
survival rates. Some results are so good, from the standpoint of survival 
data, that studies are now in progress to evaluate means of reducing 
treatment morbidity. Other ongoing studies focus on improved protocols for 
metastatic or recurrent rhabdomyosarcoma. Results thus far in the IRS 
trials have proven the value of cooperative clinical trials in the 
management of patients with this disease. 
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AB Tubulin, the protein subunit of microtubules, is considered a target for 
antimitotic agents such as colchicine, ***maytansine*** and the vinca 
alkaloids vincristine and vinblastine. Of these agents, only vincristine 
and vinblastine have been found to have clinical utility for treatment of 
human neoplastic disease. The basis for therapeutic selectivity was 
examined in a comprehensive model in which human rhabdomyosarcomas were 
grown as xenografts in mice. This model has allowed a detailed examination 
of differences between neoplastic and non-neoplastic tissues with respect 
to binding, retention and metabolism of vinca alkaloids. Of note is that 
in ** ♦tumor*** tissue, vincristine is tenaciously bound whereas 
vinblastine is not. In non-neoplastic tissue, retention of both agents is 
poor. The mechanisms responsible for differential retention between vinca 
alkaloids and between neoplastic and non-neoplastic tissues were examined. 
Results suggest that guanosine 5-triphosphate may be implicated in the 
formation and stability of vinca-tubulin complexes in tissue cytosols. Two 
models consistent with the data are proposed, and the significance to 
therapeutic efficacy is discussed. 
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